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Abstract of JP8151322 

PURPOSE: To obtain an oral sustained release agent comprising microcapsules enabling the sustained release and enteral absorption improvement of a physiologically 
active substance, CONSTITUTION: The microcapsules contain a physiologically active substance having water solubility (water solubility of >=0.1g/1 00ml, preferably 
>=1g/100ml, at 20 deg.C) at a pH of <=3, and a biodegradable polymer. The polymer is preferably a polyfatty acid ester, especially lactic acid/glycolic acid copolymer or 
hydroxybutyric acid/glycolic acid copolymer, which has preferably a weight- average mol.wt. of 2000-8000. The physiologically active substance is slightly soluble in water at 
a pH of 6-8, namely has a water solubility of <=0.01g/100ml, especially <=0.001g/100ml, at 20 deg.C, and is preferably imidazole, triazole, their condensed ring compound, 
etc. The microcapsules are obtained by dissolving the physiologically active substance and the polymer in an organic solvent, and subsequently subjecting the solution to a 
drying-in-water treatment or a spray-drying treatment. 
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*92o% (w/w) (Dmmt^^M'K. msix^. ^y)^ 
^L<\mo.o^%ti^^mio% (w/w) (Dmmx 

[0 0 2 2] fftffi^KD^^i. m(Dl5mz^m^^ 

xfr^f)\ u-^-^]-x/U.y-^-fsiEm^^x. 

Amz^^m^f)m'j>Lm}^x. mmm^^^n^ 
'k\zt^s^x. w/o/wm. o/wm$>^\^^\ts/ 
o/wm%imm^izmuLxnD tmmmmmm 
t^z.tf)^x^^o z.<D^'D\zLx%6nrc^'i 
-f^Mm^b^m&^^^nmmhxj^^LTc^. v-y^ 

n ;^ r/ir ;i/ ogM t L T V ^ 5 111© ^a^tt tfK:fe 

L^^T^o &^mx$>nmmLmBrfx'^'i ^uti:f 
^<ky)^^\znoo 

[0 0 2 3] mmmiz^y)-^^ ^tijo:f±)v^mmt 
^m^\t. mw/om. s/om%m$>^^^um\z 

mWT. T$^(D:27±)V^-yByM^»^lzM^. M 

tLx\t. M^^M^mmmizmmm^i^^. m 
i^^mMhm^%(Dx^mi<k<. m^\i. vun> 

[0 0 2 4] Z.(DXo\ZVX%^nTc'^^^U^:/±)V 

\t. mmvx^mvTz^. ^':^^ym\z^^my)&hm 
n7±}i^-yBymm^t^o ^^\z. 7K* 
^mmtnmo)ijmxmm±m^'mm^^zsmmm 
ST^p mw^<DmTm±(Dmmm<rcmz. mm^ 
±M^iMkx%^^\ ±Bxmnrc^^!?ati:f±}i 

)V(Dmitmtbx7.':fy-\'y-(mm^^^m'^\z\t. 
mmizm^^^mmmthx. ±m(D%<DW.^\zyi(.tM 

7'fehxhU;K T'h^tHD7^X yt^^y. If 

E)^E^mif^n. ^n^\t2m^y.±U'^Lxm^x 
$>^^^\mi^tm6^i'M^^tm-\zmMt 
^^m^mmmt^tomm^mou^mm^^xh 

[0 0 2 5] -D^^X. ^(D^olzLXmMLTzw/om 

m^xx:/u-vy^^-(D^m^\H^mmL. m^x 
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(7) 

11 

^m#iyX)vm. Btuxjim. iniexVx^M/S: 

mmiMymmt^ / xjmxm^'^tizm^ \zmmx 
^ ^ 5 (c 2 mmm omm. tLtc^m/X)^^m^^^ 

[0 0 2 6] mm^]mtLxm^^^n^i^m''&.(Dmm 
^mm^^n^mmMtLxukmzn^x^^. 
mLxmw(Dwm'\SL<Dm%xs>n\t. mzu^-^^h 
<Dx\tm\ ^wmLthxn. m^\i. /\u^yit7)v 

tiU^m m. fift:^hU'^A. Mitt} 'J ^ A. M:iti^ 20 
tc\tmM7mM m. ^K:^hU^A> j^it;^U«>A, 

^ii*^:^hu>?A. ^m^mi^')^KU^) . T)vti 
A. T)vti^j^m<D^rymmm u>K3:^hu^ 

A. U>K3:^U'>A. U >K** 2 :^ h U A. U> 
K*^2^U'i7A. U>K2 7j<*:hhU^A. U>K2 
**:^?U'j7A?^cC<i:) . U >it7j<^2 T^^n'i/A. U> 

(^J. Kfl:v/f:r->>^A. mft:^;Vv'^Afcj:0 . 7)1 

mtLx\t. m^ii^xym. m^m. u>m ha 
ymmmf^n^. yKmi±mmmMtbx\t. mk 40 

m. mmm^Et7)vti^]^m hu-^A. tiu 

[0 0 2 7] ^ti^oo^. im')!^(omMmfimzn'^ 
\timm'^r:L\t2mm&.±^^ms.0m^xu^^t)^x so 
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12 

nmmmumi^^m^mizMtm^mt. mm 
±9mmm^n^mmx^n\i^^\ ^.i^mzu. m 

m^m\^Aimmm±m\zu^hx. ^rz\tmm^± 
M t m\(D / X)vx^mmm/m^m^mmt 

iwiB#tc«»LT^)i:<. ::niz^r)^ ^w^mimm^ 
'fmMmizj^m$>^^^\mm^n. 'j^mm^omn^ 
mm(D^mmzm\z(mrc^mm^to mmm^ 
m(D»^L\^^Mi^mtLx\t. m^ii. 7)v^yyif') 

n-;i/?S m. Xu\iyy^v:2-)],^^) , t^^)'J)V 
"^-hM #Uy;]/^-h4 0. ;itUV;l/^-h6 

Y^nrf— ;l/3 0 0> v^nrf— ;].-4 0 0. ^^ud— 
JI/6 0 0. ^^u:J-)]/l 5 0 0. v^Dn^-;i/4 0 0 
o> T^nn'-;i/6 0 0 0;^j:O . ^Ut^yx9^yy 

mith^ymm t^ut^yx^yymit\i^ym 

10. 7^u^^yx^yymth^y^5 0. #U:t+ 

±^m'^(Dm^xm^'^t>^xm^t^ z. tfj^x^^o 
^tmm^mKD^^^i-m^mzMt^M^mt. 
^<D\^±f)m^^n^mmx$>n\i<k^\ M.»m\z\t. 
nmitxmo. 000000 i--mi ofg. ^r^tf^L 
<\mo . 0 0 0 0 0 5--^5mmiin^o ^^jc^f? 
^L<^^*ao. 0 0 0 0 i--^o. 0 Hg:^^jian^o ;i 
0^^\zvx%^ ntc^^ ^uti 'X±)mmx$>mt 

[0 0 2 8] :^wM^mz^mm^nrz'^^ ^ati:f 

"tMt. ^(D^^X\t'$m\zXr)^^(j)m\\zj$,mLX 

)m. m\). m\m. mmmu mm\). mMmr^ 

[0 0 2 9] :$imM<D^^ 7;utl'X^JV^mk\imM\Z 

t^\z\t. -mz{^^0umzm\:xno:ztf)^x^ 

h^'tuayy'yyymoy'yXymrsiE). ^mm 
m. h^'EU3yy'y^y^(Dy'y:/ym. ^nx^ 

;i/^n-X:^hU^A. tDV^^y^^JV^^-^^i-h 

u^A. mmti)vy^Ar^&. ^^mm. ^^^jva 

-7s. 7^lf7n*A. x+XhUX 

^jym^^^-y^A. 4^ux5^i/>^U3-;i/6 0 0 0 
f3: fsi ^^mMLXBmmr^o 
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(8) 

13 

[0 0 3 0] :^wnco'^^ ^uti:f^)V^mit'r^\z 
[0 0 3 1] m^\t. *^p^c7)^^^D:^yir;i/^^iW 

!y-r->(Tween)8 0. HCO 6 0(B^^^t} 

[0 0 3 2] ifwm^^^uti^^Mt. ^nmmi 
t^Eomimmiz^n^mm. ^i^b. use. KigiM 
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14 

mw\. ^mmmm. ^^^muE\z^r)m^%u^ 

[0 0 3 3] 

mmm] skriz. mmmm^fx^mM^^^\zm 

mzmmt^f)^. ^^m\tcn^\zm^^n^h(Dx\t 

mmmi 

igimmm2-[[[3-^9}v-4-{2, 2, 3, a-xb 

4 0 omgt%m • ^u:n-)m^m^m%m/^ 

un--;nt=5 0/5 0. t^^j:^^uymw^^^^m 

5 4 0 0) 3. 6g.^:^>^^nD^^>5inHC^^b. 0. 
l%^U\£:z-)V7)\^::i-)V (PVA) 7jc|§M8 0 0inl 

7?*^ i^t^ if- Steffi vxo /wmx-^jvy 3>t 

LTz. :k\^^xm'$(D:fu^ymwmx3mmmzmw 
>'^uu^^y(Dmmtmz'^^^atl:f±mm 
itt^om^xMrnmrnxmrnu mmmyi^x 

^mt^^tiz<k^xmmtLx%ibnrc. ^^^uti 
^)v^)vu-7.\zmmh. sD^aitt^yh mm-. 2 

5 0g) ^C2 0ing/kgC0S4fiTSPS#L.«*liS 

mLfcm<Dmn^^tm.hfd^^^m\z^htco 

[0 0 34] 



Cinax Tmx 
(Mg/ml) (hr) (%) 



0.218 0.25 5.4 
0.423 1.5 27.0 



mmnm\xm\^^^^mffi^^ntzo tut)%. \t^m 
A(^o. ^x^^^^jvu-xmnmo^mn^^-xu. 
w^sm muomx\t^m»m^m\zm^ 

[0 0 3 5] mmm2 



it^^A 5 0 0mgt?LII • 

^^M5 4 0 0) 4. 5gt^z^^UU)^^>7i!i\\zmM 
U $6tC^X>jKM«?S(pH3)0. Sml^SD^T. /Jn 

Tz. ^0XV;i/v3>^O. 5%PVA7jci§ISl 0 0 Om 

3>^Lfco *i/^Timcoyn^^jt#ST3^r«1g» 
icJt^L. i^^ua^^ycDmrnt^lzw/om-^^T; 

5^? i^^ic»fi*T7KgfeLfco mm^nrc^^^uti:/^)v 
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(9) !^1¥8-151322 
15 16 

a : 2 5 Og) IC2 Omg/kgCOS^MTigPS^Lfc^ * 



gPg4M Cmax Tiax ®iR$ 

(^Ag/ml) (hr) (%) 

ft'&tfA(^o, 5%;^^;i/ir;i/D-xji^Jg 0.218 0,25 5.4 

'^'i^Ut}:f^)Vmm^ 0.713 3.0 42,1 

±)vx\t. mmmm(D±wt^mmm^nrz. xmrntLxmntc. 

[0 0 3 6] ^Ji^JS [0 0 3 9] 

K^fe^2-[[[3-^^;i/-4-(2, 2, 3, 3, 3-^ [mm(Dm^] :^mMo:>'^^^ut}:f±Mt. i^mtsi 

^yy^ ^^v-)vigtm%m(^^m6 0 0 o) 9g (i) +r,mm£kT<Dmim\Hxm»^ir^mm^'^ 

-\zmM\^T:i-i5o^^^j xm^^^m\y. ^-^-i^ati-f^Mzmt^^tx. &a$>^^^mm 

0-m#/XM^6b %^y:=:h-)vmmmm\zm p^n^mzm\mim\Hxjmhxmmi^i^ 

mt^z.tx. m^<D^-( ^ujj:f^}vmrco z^^m — t^jzi^-) ommm^mizmm^tnm 

0^^^xuum\ti 0 ot:. ffiPMSs QIC. xyw iz^mn^^mhmmL. mimp^xm'^umMLm^ 

[0 0 3 7] ^M«?||4 ^^^0 

Kem^ 2 - x^jv - 2- [(7-y^;i/-[i,2,4]h (2) (Dj^mmm(D^^\Hj^»mj^rm^mm 

U 77 n [ 1 , 5 -b] t: U ^v>- 6 --f ;]/):t+>^^5^ V^T*il#ft0^a?£tttl«&SP^KffiV'f ^ u*:/ 

6 0/4 0. 7}^ux9^k>i«i#¥*ii>^«7 0 0 0) 5g ^mm<Dma\m&'pmm?^^mmt ^ z. tmmx 

:fe<fcU^#UILit(5>^*6 0 0 0)4g^X5'y-;H Om ab^o 

i^7^hr:hu;v3 0inia:o?gjgi3^«u XT^L^- (3) ^mmmm<Dmm^\^±(DrcmmmmtL 

mxuumm 0 or. mpjass or. x:/i/-3ss r^iK^m-^m^. 

Jll Oml/minT$)ofco (4) Ig^lf aj^J<h LTUn^fcfi^i^m 

[0 0 3 8] mmms t<\zmmLxm^t^rcmm{\:m^m^<tsi^f}^. 

7yptf-y'yy^mmmmmmx$>^T<i-[N-[(s) ^i^mM^Mi^^m^^x\mB<Dmmmmx$> 

L-7yx)V]-N-(-(yyy-2-^)V)^uyyig (5) ^atf^'t)V(Dm7tmtLx\t. m^^m 

^ymm/^^jzi-)m=4o/6 0. mTszFvy^ 0.1-10 0 0 iimxn'?m(DMmmmfs:^-r^ 

^¥i^5>^S7 0 0 o)sgt^i^'7uu^^y6muzm im^^vTz-^^ ^utirf^Mm^n^o 

MU 0. l%PVA*|§|g5 0 OiiilT>1^^v:^-^lf- (6) XT'k-F^^^iTti. 1 0 - 5 0 
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(SDlnt.Cl.^ 
A 6 1 K 31/44 
31/50 

38/00 

45/00 
47/34 
13/12 
13/04 
67/04 



BO 1 J 
CO 8L 



AC J 
ABF 
ACF 
ABU 
AEQ 



F I 



D 



LPM 



9342 -4D 
9342-4D 



B 0 1 J 13/02 



J 
A 
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